[Direct genotypic analysis of myotonic dystrophy: detection of an unstable DNA fragment in carriers].
Myotonic dystrophy (DM) is an inherited autosomal dominant disorder. The molecular defect responsible for the disease is the expansion of a CTG triplet at the 3' end of the DM gene. We report the analysis of the gene expansion, its correlation with the clinical severity and with the phenomenon of anticipation. Using the cDNA25 probe, we have analyzed 140 affected DM patients from a total of 42 families comprising 303 individuals. According to the clinical status, the affected DM patients were classified as follows: group I, congenital form; group II, classical form, and group III, mild form. A larger than normal fragment was detected in all the DM patients but in none of the controls. The expansion size is 2.5-6 kb in group I, 0.3-5 kb in group II and 0.2-1.5 kb in group III. In 49 parent-child couples which show clinical anticipation, 47 have an increase in size of the fragment from one generation to the next. Our results show a clear correlation between the severity of the disease and the expansion size. We confirm at the molecular level the phenomenon of anticipation. The direct gene analysis of the DM families allows the diagnosis of all the at-risk individuals and facilitates the genetic counselling of these families.